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PROBLEM TO BE SOLVED: To obtain the subject new compound derivative, which is a specific 
phosphonic diester derivative having the quinazolinone skeleton, having hypoglycemic actions and 
capable of manifesting excellent efficacies with a low dose and useful as an active ingredient, etc., 
of a medicine such as a therapeutic agent for diabetes. SOLUTION: This new phosphonic diester 
derivative is represented by formula I (R<1> to R<4> are each H, a halogen, a lower alkyl, a lower 
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capable of manifesting hypoglycemic actions and excellent efficacies with a low dose and useful as 
a therapeutic agent, etc., for diabetes. This compound is obtained by reacting 2-amino-N- 
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-(CH 2 ) 2 - 


12 4. 5-126 
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-(CH„).- 
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6 3. 5-6 4. 5 
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Et 


Et 


-(ca 2 ) 2 - 


12 9. 5- 

13 0.5 
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Se 


Et 


-(ch 2 ) 2 - 


118. 5-119 


3 5 
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He 


Et 


<CH 2 ) 2 - 


7 1. 5-7 2 


3 6 
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CI 
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He 
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118. 5-119 


37 
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DMSA 
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Me 


Et 


-«v t - 


15 1-15 2 


3 8 
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H 


Ph 


Et 


-(CH 2 ) 2 


14 2-143 



[ o o 4 7 ] mz . mm i t mmiz lx. Tie#f 

4: 4. 

[0048] • S/'xf-vU C 5- C6-^nn-3-^ 
f"/P-4 (3H) -^rt/'jyy-2-^H -2-* 

- ^xfvU [5- C7-^nn-3- C2- (3. 4 
-y>Ky7x^)Xf^]-4 (3H)-#t/ 

y/y-2— -f/iO -2-f-xx;io 
V 

• S/Xf-zP C5-C6, 8-^3-F-3--X*;P- 

4 (3H) </lo -2-fx- 

■ i^Xf-;!/ C5- C 3-^^/U-7--ho-4 (3 

H) -Wjyy-2-^;i/) -2-fxi/H 

- C5~ C7-7;l/^n-3-^^yl/-4 
(3H) - WJ/y-2-^;l/) -2-*xx;l0 

(3H) -2-fxx^ 

■ >?xf-;P [5- C6-7S/- 3-^^-4 (3 
H) -Wjyy-2-^f;^ -2-fx-/i,) 



(3H) -W»jyy-2->f/« -2-^xx;U) 

• >?xf-^ C 5- C3-7>J;l/-7-?nn-4 (3 

h) -*^/yyy- 2-4/10 -2-fx-/H x + 

. i/x^P C 5 - C 6 - (N, N - i/**)VA>Vib~ 

)vr^y) -3-^f-;u-4 4 (3H) - wjyy- 

• i/Xf/P C 5- C 6~^nn-3-^f^-4 (3 
H) -^v'yyy- 2-^yi/) -2-^^-/10 ^ 

■ y'xf^ C 5- [7-? on- 3- C2 - (3, 4 
-Wh^y7x^) Xf-/P] -4 (3H) -*1rY 

■ ylf * C5-C6, 8-^3-K-3-^^;l/- 

4 ( 3H) -**yjyy-2— < ;i0 -2-f^^x 
/10 ^f^xtf-f-h 

• yxf;p C5 - C 3--X?7l/-7 -xho-4 ( 3 
H) -W'jyy-2-^/1/) -2-f^x/lO ^ 

• V*1r)V C5- C7-7n^n-3-^<^-4 
(3H) -^t/'jyy-2-^f^) -2-t'7yX 



(9) 



«fBPF9-2 86 79 2 



/10 XfrVfcAfc-t-y 

• i/Xf-zU C 5- C8-^t h^f->-3-^f-;P-4 
(3H) -df^V'Jyy-2->f;PD -2-«y- 

• >x^ (5- C6-TSy-3-^f-/U-4 (3 
H) -df^-V'J /y-2--OlO -2-h e 7^'x/l/) ^ 

h 

■ yXf;l- (5 - (7-;no-3-7x-;l'-4 
(3H) -*-fV'J/y- 2-^/1-0 -2-tf7v- 

• i^'xf-^ C5- C3-TU;P-7-^Dn-4 (3 
H) -*;~f-V">) JV-2-A)V) -2-^y : J-)V} * 

■ ~Jm-)l C 5 - C 6 - ( N , N - i/* fvkX;U*x 

/ursy) -3-^^-4 (3H) -Jf^V'jyy- 

[0049] 

(t# Hoy S&Sftl : |ftrl!£tt»> 0.5m g/k 
g £ 1 B 1 04 BHKErttt4U *^S4l«*fc:ttK 
100mg/kg£5%75t*7 :f A»fKfc:*J!f 
LTfcBK4Ur. 4B@<7)T=¥^^VytS^4B# 
BHICBnHMl L , m>M<m ( 3 0 0 0 rpm, 4 *C . 1 

-xciiT-xhva- (mxmiMi&m m^xrn 

1 0 0 5 0 ] «sa»t fCffiKfl:£«w>ffcb 9 lc 5 
COO 5 1] Jt+Z^a-^ffiT* (%) = C (»8BR 



fl) ] x 1 0 0 
»fciufct6££. TKJB 2 

[0052] 

[«4 3 

* 2 $ 





A**VH3-XffiT* (96) 
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4 1 
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4 4 
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4 9 
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8 3 
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3 6 


1 2 


3 2 


1 7 


4 8 


1 8 


5 2 


1 9 


6 7 


2 0 


3 7 


2 1 


5 2 


2 6 


2 8 


2 7 


3 0 


3 4 


5 0 



[0053] 

unman smnim 

l«SD*<02 50mg£-afl&-f**gfl <2000«) 
[00 54] 



9Lff (B*mu&) 

ijiVi&^i/t+fr&Vu-Xijfol/*? A ( B*^*p a p) 



500g 
67g 
33g 
2 5g 
1 2g 
3g 



[00 55] 



640g 

l^T-fe^S0-eO2 5 0mgS:^W-ri>S«-fe'7 
f-iofrr-fc/P (200 Oft) <*:<?3«i*tcJ: OPML 

[0056] 



500g 
60g 
34g 



(10) 



«fRFP9-286792 



(B*l^^rp a p) 4g 

xt-t v ymz^±k2A ( B*mm& \ 2 g 

£ J: 6 0 0 g 



«ft*D.iRTfTit*Br/j^ft^Bir^i27 
(72)H!B* ttJEE 

sajroti Tp«niiir=-y5*a^iij7i - s 



(12) wm #± m% 

taMwniwiawr#JH3e ! *vN^ii-54 

(72)HHB* fell 

^'jl-/^*A201 
<72>##& «Hb 

«ft*«ftlfrftBaS4 -4 -19 



